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This International Searching Authority found multiple (groups of) 
inventions in this international application, as follows: 

1. Claims: 1,3-38 

Pharmaceutical composition or use of any soluble CTLA4 
mutant molecule that binds a B7 molecule, for the therapy of 
rheumatic diseases, excluding invention 2: 



1.1. Claim : 5 

Pharmaceutical composition or use of a soluble CTLA4 
mutant molecule that binds a B7 molecule (SEQ ID NO 
17) having a mutation at position 104, wherein leucine 
is substituted with any other amino acid, for the 
therapy of rheumatic diseases. 



1.2. Claim : 6 

Pharmaceutical composition or use of a soluble CTLA4Ig 
mutant (1 through 357; SEQ ID NO 7) that binds a B7 
molecule with a mutation at position 104, wherein 
leucine is substituted with glutamic acid, for the 
therapy of rheumatic diseases. 



1.3. Claim : 7 

Pharmaceutical composition or use of a soluble CTLA4Ig 
mutant (-1 through 357) (SEQ ID NO 7) that binds a B7 
molecule with a mutation at position 104, wherein 
leucine is substituted with glutamic acid, for the 
therapy of rheumatic diseases. 



1.4. Claims: 8, 13,17-25,27-30,32-33,35-38 (all partially) 

Pharmaceutical composition or use of soluble CTLA4 
mutant molecules (SEQ ID NO 17) that bind a B7 
molecule having a double mutations at positions: a) 
L104EA29X (claims 8, 13,17-25,27-30,32-33,35-38 (all 
partially)); b) L104EG105X ( claims 8 partially); c) 
L1G4ES25 ( claims 8 partially); d) L104ET30X ( claims 
8 partially), for the therapy of rheumatic diseases. 



1.5. Claims: 9,ll,14,28,36(all partially), andl5, 29,37 
Pharmaceutical composition or use of a soluble CTLA4Ig 
mutant (1 through 357; SEQ ID NO 9) that binds a B7 
molecule with a mutation at positions 104 (leucine is 
substituted with glutamic acid), and 29 (alanine is 
substituted by tyrosine), for the therapy of rheumatic 
diseases. 



1.6. Claim : 9 (partially) 
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Pharmaceutical composition or use of a soluble CTLA4Ig 
mutant (1 through 357; SEQ ID NO 11) that binds a B7 
molecule with a mutation at positionsl04 (leucine is 
substituted with glutamic acid), and 29 (alanine is 
substituted by leucine), for the therapy of rheumatic 
diseases. 



1.7. Claim : 9 (partially) 

Pharmaceutical composition or use of a soluble CTLA4Ig 
mutant (1 through 357; SEQ ID NO 13) that binds a B7 
molecule with a mutation at positions 104 (leucine is 
substituted with glutamic acid), and 29 (alanine is 
substituted by threonine), for the therapy of 
rheumatic diseases. 



1.8. Claim : 9 (partially) 

Pharmaceutical composition or use of a soluble CTLA4Ig 
mutant (1 through 357; SEQ ID NO 15) that binds a B7 
molecule with a mutation at positions 104 (leucine is 
substituted with glutamic acid), and 29 (alanine is 
substituted by tryptophan), for the therapy of 
rheumatic diseases. 



1.9. Claims: 10,16,30,38, and partially 11,14,28,35 

Pharmaceutical composition or use of a soluble CTLA4Ig 
mutant (-1 through 357; SEQ ID NO 9) that binds a B7 
molecule with a mutation at positions 104 (leucine is 
substituted with glutamic acid), and 29 (alanine is 
substituted by tyrosine), for the therapy of rheumatic 
diseases. 



1.10. Claim : 10 

Pharmaceutical composition or use of a soluble CTLA4Ig 
mutant (-1 through 357; SEQ ID NO 11) that binds a B7 
molecule with a mutation at positions 104 (leucine is 
substituted with glutamic acid), and 29 (alanine is 
substituted by leucine), for the therapy of rheumatic 
diseases. 



1.11. Claim : 10 

Pharmaceutical composition or use of a soluble CTLA4Ig 
mutant (-1 through 357) (SEQ ID NO 13) that binds a B7 
molecule with a mutation at positions 104 (leucine is 
substituted with glutamic acid), and 29 (alanine is 
substituted by threonine) for the therapy of rheumatic 
diseases. 



1.12. Claim : 10 
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Pharmaceutical composition or use of a soluble CTLA4Ig 
mutant (-1 through 357; SEQ ID NO 15) that binds a B7 
molecule with a mutation at positions 104 (leucine is 
substituted with glutamic acid), and 29 (alanine is 
substituted by tryptophan), for the therapy of 
rheumatic diseases. 



1.13. Claim : 12 

Pharmaceutical composition or use of a soluble CTLA4 
mutant molecules (SEQ ID NO 17) that binds a B7 
molecule having a first mutation at position 104 (L to 
E), a second mutation at positions 29 (A to Y), and a 
third mutation at position 25 (any other amino acid), 
for the therapy of rheumatic diseases. 



1.14. Claims: 13, and partially 17-25,27-30,32-33,35-38 
Pharmaceutical composition or use of a soluble CTLA4 
binds a B7mutant molecules (SEQ ID NO 17) that 

molecule having a mutation at position 104 (L to E) , 
and a second mutation at positions 29 (A to Y) for the 
therapy of rheumatic diseases. 



2. Claims: 2,39 

Pharmaceutical composition or use of any soluble CTLA4 
mutant molecules that binds a B7 molecule further having an 
inmuno suppressive agent, for the therapy of rheumatic 
diseases. 



Please note that all inventions mentioned under item 1, although not 
necessarily linked by a conmon inventive concept, could be searched 
without effort justifying an additional fee. 
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Continuation of Box 1.2 

Claims Nos.: 1,3-38 (all partially) 



1. Present claims 1,3-5, 8, 12, 13,17-27, 31-34 relate to an extremely large 
number of possible compounds, namely "soluble CTLA4 mutants", or "soluble 
CTLA4 mutant molecule comprises a mutation,..". Support within the 
meaning of Article 6 PCT and/or disclosure within the meaning of Article 
5 PCT is to be found, however, for only a very small proportion of the 
compounds claimed. In the present case, the claims so lack support, and 
the application so lacks disclosure, that a meaningful search over the 
whole of the claimed scope is impossible. 

2. Claims 1,3-16,18-38 relate to the use of a pharmaceutical preparation 
for prophylaxis or treatment of "rheumatic diseases", which encompasses a 
multitude of different diseases. The claims thus cover a rather large 
number of diseases, whereas the application provides support within the 
meaning of Article 6 PCT and disclosure within the meaning of Article 5 
PCT for only a very limited number of diseases . Consequently, the claims 
lack support and the application lacks disclosure. Independent of the 
above reasoning, the claims 1,3-16,18-38 also lack clarity because it is 
not fully possible to determine the diseases for which protection might 
legitimately be sought (Article 6 PCT). 

3. Claim 18 is related to the prevention or treatment of diseases which 
are not clearly defined, namely conditions related to "alleviating a 
symptom associated with a rheumatic disease selected...". Due to the 
functional definition of the claimed subject-matter, the scope of 
protection of the claim 18 is obscure and not limited to the treatment of 
said specified conditions in the description and/or the claims but, by 
contrast, embraces an undefined number of other conditions allegedly 
capable of being improved or prevented by the administration of soluble 
CTLA4 mutants. Therefore, the claim 18 lacks support (Article 6 PCT) and 
the application lacks disclosure (Article 5 PCT). Independent of the 
above reasoning the terms such as "structural damage", "pain", and 
"elevated level of..." are vague and unclear and leave the reader in 
doubt as to the meaning of the technical feature to which they refer, 
thereby rendering the definition of the subject-matter of claim 18 
unclear (Article 6 PCT). 



Consequently, the search has been carried out for those parts of the 
claims which appear to be supported and disclosed, namely those parts 
relating to the use of the specific mutants as mentioned in claims 
6,7,9,10,14,15 in the treatment of rheumatoid arthritis; and with due 
regard to the general concept of the invention, i.e. CTLA4 molecules 
having mutations at positions 25,29,30, 104, or 105, and which may be 
embedded within a sequence. 

The applicant's attention is drawn to the fact that claims, or parts of 
claims, relating to inventions in respect of which no international 
search report has been established need not be the subject of an 
international preliminary examination (Rule 66.1(e) PCT). The applicant 
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is advised that the EPO policy when acting as an International 
Preliminary Examining Authority is normally not to carry out a 
preliminary examination on matter which has not been searched. This is 
the case irrespective of whether or not the claims are amended following 
receipt of the search report or during any Chapter II procedure. 
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